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IN THE UNITED STATES DISTRICT COURT 
FOR THE DISTRICT OF COLUMBIA 



Glaxo Group Limited, d/b/a GlaxoSmithKline 

Glaxo Wellcome House 

Berkeley Avenue 

Greenford, Middlesex UB6 ONN 

Great Britain 

Plaintiff, 



HON. DAVID J. KAPPOS 

Under Secretary of Commerce for Intellectual 

Property and Director of the United States Patent 

and Trademark Office 

Office of General Counsel, 

United States Patent and Trademark Office 

P.O. Box 15667, Arlington, VA 22215 

Madison Building East, Rm. 10B20 

600 Dulany Street, Alexandria, V A 223 1 4 

Defandant. 



Civil Action No. 



COMPLAINT 

Plaintiff, Glaxo Group Limited, for its complaint against the Honorable David J. Kappos, 
states as follows: * 



NATURE OF THE ACTION 

1 . This is an action by the assignee of United States Patent No. 7,500,444 ("the '444 
patent") seeking judgment, pursuant to 35 U.S.C. § 154(b)(4)(A), that the patent term adjustment 
for the c 444 patent be changed from 565 days to at least 803 days. 

2. This action arises under 35 U.S.C. §154 and the Administrative Procedures Act, 5 
U.S.C. §§701-706. 
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JURISDICTION AND VENUE 

3 . This Court has jurisdiction to hear this action and is authorized to issue the relief 
sought pursuant to 28 U.S.C. §§1331 , 1338(a), and 1361, 35 U.S.C. §154(b)(4)(A) and 5 U.S.C. 
§§701-706. 

4. Venue is proper in this district by virtue of 35 U.S.C. § 1 54(b)(4)(A). 

5. This Complaint is timely filed in accordance with 35 U.S.C. §1 54(b)(4)(A). 

THE PARTIES 

6. Plaintiff Glaxo Group Limited, d/b/a GlaxoSmithKline, is a corporation organized 
under the laws of Great Britain, having a principal place of business at Glaxo Wellcome House, 
Berkeley Avenue, Greenford, Middlesex, UB06 0NN, Great Britain. 

7. Defendant David J. Kappos is the Under Secretary of Commerce for Intellectual 
Property and Director of the United States Patent and Trademark Office ("PTO"), acting in his 
official capacity. The Director is the head of the agency, charged by statute with providing 
management supervision for the PTO and for the issuance of patents. The Director is the official 
responsible for determining the period of patent term adjustment under 35 U.S.C. §154. 

BACKGROUND 

8. Stanley George Bonney, Peter John Brand, James William Godfrey and Paul 
Kenneth Rand are the inventors of the '444 patent, which issued on March 10, 2009, from U.S.. 
Patent Application No. 10/518,421 ("the '421 application") entitled "Actuation Indicator for a 
Dispensing Device," which was issued as the '444 patent on March 10, 2009. The '444 patent is 
attached as Exhibit A. 
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9. Plaintiff Glaxo Group Limited is the assignee of the '444 patent. 

1 0. Section 1 54 of Title 35 of the United States Code requires that the Director of the 
PTO grant a patent term adjustment in accordance with the provisions of Section 154(b). 
Specifically, 35 U.S.C. §154(b)(3)(D) states that "[t]he Director shall proceed to grant the patent 
after completion of the Director's determination of a patent term adjustment under the 
procedures established under this subsection, notwithstanding any appeal taken by the applicant 
of such determination." 

11. In determining patent term adjustment, the Director is required to extend the term 
of a patent for a period equal to the total number of days attributable to delay by the PTO under 
35 U.S.C. § 154(b)(1), as limited by any overlapping periods of delay by the PTO as specified 
under 35 U.S.C. § 1 54(b)(2)(A), any disclaimer of patent term by the applicant under 35 U.S.C. 
§ 154(b)(2)(B) and any delay attributable to the applicant under 35 U.S.C. § 154(b)(2)(C). 

12. The Director made a determination of patent term adjustment pursuant to 35 
U.S.C. § 154(b)(3) and issued the '444 patent reflecting that determination. 

13. 35 U.S.C. § 1 54(b)(4)(A) provides that "[a]n applicant dissatisfied with a 
determination made by the Director under paragraph (3) shall have remedy by a civil action 
against the Director filed in the United States District Court for the District of Columbia within 
1 80 days after grant of the patent. Chapter 7 of Title 5 shall apply to such an action." 

CT,AIM FOR RELIEF 

14. The allegations of paragraphs 1-13 are incorporated in this claim for relief as if 
fully set forth. 
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15. The patent term adjustment for the '444 patent, as determined by the Director 
under 35 U.S.C. §154(b) and indicated on the face of the '444 patent, is 565 days. {See Ex. A at 
page 1 .) The determination of this patent term adjustment should be adjusted because the PTO 
did not properly account for the delays that occurred before the date that was three years after the 
actual filing of the '421 application, pursuant to 35 U.S.C. § 154(b)(1)(A). The correct patent 
term adjustment for the '444 patent is at least 803 days. 

16. The '421 application was filed on December 17, 2004 and issued as the '444 
patent on March 1 0, 2009. 

17. Under 35 U.S.C. §1 54(b)(1)(A), the number of days between the day after the 
date that was 14 months from the filing date {i.e., February 18, 2006) and the date that the first 
Office Action was mailed {i.e., October 2, 2007) ("A Delay") is 592 days. 

18. Under 35 U.S.C. § 154(b)(1)(B), the number of days between the date that was 
three years after the actual filing date of the '421 application {i.e., December 18, 2007) and the 
date on which a Request for Continued Examination ("RCE") was filed {i.e., August 11, 2008) 
("B Delay") is 238 days. 

19. Under 35 U.S.C. § 154(b)(2)(C), the number of days of applicant delay is 27 days. 

20. 35 U.S.C. § 1 54(b)(2)(A) provides that ct to the extent that periods of delay 
attributable to grounds specified in paragraph [b](l) overlap, the period of any adjustment . . . 
shall not exceed the actual number of days the issuance of the patent was delayed." The overlap 
between the "A Delay" period (ending October 2, 2007) and the "B Delay" period (beginning 
December 18, 2007) in the prosecution of the '444 patent is 0 days. 

21 . The '444 patent is not subject to a disclaimer of term. Thus, the period of patent 
term adjustment is not limited under 35 U.S.C. § 154(b)(2)(B). 
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22. Accordingly, the correct patent term adjustment under 35 U.S.C. § 154(b)(1) and 
(2) is the sum of the "A Delay" and "B Delay" (592 + 238 = 830) reduced by the number of days 
of applicant delay (27 days) for a net adjustment of 803 days. 

23 . The Director calculated the "B Delay" as having commenced on the filing date of 
the '421 application instead of as having commenced on the day that was three years after the 
filing date of the '421 application. As a result, the Director incorrectly determined that the entire 
period of "B Delay" overlapped with the entire period of "A Delay." 

24. The Director should not have calculated the "B Delay" as having commenced on 
the filing date of the '421 application. Thus, the net patent term adjustment should not have been 
limited under 35 U.S.C. §154(b)(2)(A) by 238 days. Rather the correct number of overlapping 
days is 0 days, and the net patent term adjustment should have been 803 days. 

25. In Wyeth v. Dudas, 580 F. Suppl. 2d 138 (D.D.C. 2008), this Court explained the 
proper construction of the provisions of 35 U.S.C. §154(b) for determining patent term 
adjustment In accordance with Wyeth, the patent term adjustment for the '444 patent is properly 
determined to be 803 days, as set forth above. 

26. The determination that the '444 patent is entitled to only 565 days of patent term 
is arbitrary, capricious, an abuse of discretion or otherwise not in accordance with the law and in 
excess of statutory jurisdiction, authority or limitation. 
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PRAYER FOR RELIEF 



Wherefore, Plaintiff demands judgment against Defendant and respectfully requests that 

this Court enter Orders: 

A. Changing the period of patent term adjustment for the '444 patent term from 5 65 
days to 803 days and requiring the Director to extend the term of the '444 patent to reflect the 
803 day patent term adjustment. 

B. Granting such other and future relief as the nature of the case may admit or 
require and as may be just and equitable. 



Of Counsel: 
Colleen Tracy, Esq. 

FITZPATRICK, CELLA, HARPER & SCINTO 

30 Rockefeller Plaza 

New York, NY 10112 

Telephone: (212)218-2100 

Facsimile: (212) 218-2200 

Email: ctracy@fchs.com 



Dated: September 9, 2009 



Respectfully submitted, 




Edmund J. Haughey, III CDC Bar No. 462773) 
FITZPATRICK, CELLA, HARPER & SCINTO 
975 F Street, N.W. 
Washington, DC 20004 
Telephone: (202) 530-1010 
Facsimile: (202)530-1055 
E-mail: ehaughey@fchs.com 



Attorney for Plaintiff 
Glaxo Group Limited, d/b/a GlaxoSmithKline 
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(12) United States Patent (io) Patent No.: US 7,500,444 B2 

Bonney et al. (45) Date of Patent: Mar. 1 0, 2009 



(54) ACTUATION INDICATOR FOR A 
DISPENSING DEVICE 

(75) Inventors: Stanley George Bonney, Ware (GB); 

Peter John Brand, Ware (GB); James 
William Godfrey, Ware (GB); Paul 
Kenneth Rand, Ware (GB) 

(73) Assignee: Glaxo Group Limited. Greenford, 
Middlesex (GB) 

( * ) Notice: Subject to any disclaimer, the term of this 
patent is extended or adjusted under 35 
U.S.C 154(b) by 565 days. 

(21) Appl.No.: 10/518,421 

(22) PCT Filed: Jun.19,2003 
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Fig. 2 
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Fig. 10A 

Mechanism at rest 
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Fig. 10B 

Mechanism at rest 




Fig. 11B 

Start of downstroke 
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Fig. 12A 

Bottom of downstroke 
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Fig. 12B 

Bottom ofdownstroke 




Fig. 13B 

Return stroke 




Case 1:09-cv-01714-PLF Document 1 Filed 09/09/2009 Page 20 of 39 
U.S. Patent Mar. 10, 2009 Sheet ll of 20 US 7,500,444 B2 



Fig. 13A 
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Fig. 14A 




Fig. 14B 
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Fig. 14D 
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Fig. 16A 
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Fig. 16C 




105 



Case 1 :09-cv-01 714-PLF Document 1 Filed 09/09/2009 Page 25 of 39 
U.S. Patent Mar. 10, 2009 Sheet 16 of 20 US 7,500,444 B2 

Fig. 16D 




Fig. 16E 
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Fig. 18 
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Fig. 20 
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ACTUATION INDICATOR FOR A 
DISPENSING DEVICE 

This application is filed pursuant to 35 U.S.C. § 371 as a 
United States National Phase Application of International 5 
Patent Application Serial No. PCT/EP2003/006466 filed Jun. 
1 9, 2003, which claims priority from Great Britain Applica- 
tion No. 0214360.0 filed in the United Kingdom on Jun. 21 , 
2002 and Great Britain Application No . 03 1 1 1 9 1 . 1 filed May 
15,2003. 10 

RELATED APPLICATION 

The present application claims priority from UK patent 
application No. 0214360.0 filed 21 Jun. 2002 and UK patent 15 
application No. 0311191.1 filed 15 May 2003, the entire 
contents of which are hereby incorporated herein by refer- 
ence. 

FIELD OF THE INVENTION 20 

The present invention relates to an actuation indicator for a 
dispensing device, e.g. a fluid dispensing device or pres- 
surised fluid dispensing device, such as a pressurised metered 
dose inhaler (hereinafter referred to as a "pMDI"), and com- 2 5 
ponents of such an actuation indicator. 

BACKGROUND OF THE INVENTION 

"pMDIs" are well known in the art of inhalation devices. It 30 
is therefore not necessary to describe the construction and 
operation of a PMD1 other than in bare essentials. 

A PMDI comprises an aerosol canister and a tubular actua- 
tor. 

The aerosol canister comprises a pressurised can. typically 35 
made from a metal, such as aluminium. Inside the can there is 
contained the pressurised medicinal aerosol formulation. The 
can is sealingly capped by a metering valve assembly at what 
will hereinafter be referred to as the "outlet end" of the aero- 
sol canister. The valve assembly includes a hoi low dispensing 40 
member or valve stem which projects from the outlet end of 
the aerosol canister. The dispensing member is mounted for 
sliding movement relative to the aerosol canister between an 
extended position, to which the dispensing member is biased 
by a biasing mechanism in the valve assembly, and a 45 
depressed position. 

Movement of the dispensing member from the extended 
position to the depressed position results in a metered dose of 
the aerosol formulation being dispensed from the canister 
through the dispensing member. 50 

The tubular actuator comprises an internal passageway 
having an open end. The aerosol canister is slidable into the 
internal passageway through the open end with the outlet end 
being inserted first into the internal passageway. 

The actuator has a stand or stem block which receives the 55 
dispensing member of the aerosol canister when the aerosol 
canister is received in the actuator in a "rest position". The 
stand has a passageway with an inlet end for receiving the 
dispensing member and an outlet end which faces a mouth- 
piece of the actuator. The stand holds the dispensing member 60 
stationary in the actuator whereby depression of the aerosol 
canister from its rest position farther into the actuator to an 
"actuated position" causes the dispensing member to be dis- 
placed from the extended position to the depressed position 
relative to the canister. A metered dose of the aerosol formu- 65 
lation will thereby be dispensed out of the mouthpiece of the 
actuator via the internal passageway of the stand. 
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In use, a patient in need of a metered dose of the medicinal 
aerosol formulation places their lips on the mouthpiece of the 
actuator and then concurrently inhales and depresses the 
aerosol canister from the rest position to the actuated position. 
The inspiratory airflow produced by the patient entrains the 
medicinal, component of the aerosol into the patient's respi- 
ratory tract. 

Instead of a mouthpiece, there could be provided a nozzle 
for nasal use. 

Developments to these pMDIs have included the provision 
of actuation indicators therefor, for instance dose counters 
which are either incremented on each actuation of the pMDI 
to display a running total of the number of doses dispensed 
from the pMDI or decremented on each actuation to display 
the number of doses left in the dispenser. See, for example. 
W096/16686, U.S. Pat. Nos.4,817,822 and 5,482,030. 

A recently developed dose counter is described in PCT 
Patent Application No. W098/56444, to Glaxo Group Lim- 
ited, the entire contents of which are incorporated herein by 
way of reference. The dose counter is fixably secured on the 
outlet end of the aerosol canister and includes a display which 
denotes the number of metered doses of the medicament 
formulation left in the aerosol canister. The display of the 
dose counter is visible to the patient through a window pro- 
vided in the actuator. The display is presented by a plurality of 
indicator wheels rotatably mounted on a common axle, each 
wheel having numerals from '0' to '9* displayed in series 
around the circumference. 

Before the dose counter is mounted on the aerosol canister, 
the display wheels are arranged so that the display shows the 
claimed total number of doses available in the aerosol canis- 
ter, the so-called "label claim". Upon each actuation, an 
indexing mechanism in the dose counter comprising a star 
wheel, a driver yoke and a rack operates to decrement the 
number displayed by the display by rotation of one or more of 
the indicator wheels. 

When the aerosol canister with attached dose counter is in 
a rest position in the actuator, the rack, which is formed in the 
actuator, protrudes into the dose counter. When the aerosol 
canister is moved from the rest position to the actuated posi- 
tion, this results in relative movement between the dose 
counter and the rack. During this relative movement, the rack 
engages the yoke of the indexing mechanism to cause it to 
operate to decrement the number displayed by the display by 
turning the star wheel. The index mechanism of the mechani- 
cal dose counter known from W098/56444 includes a lost 
motion coupling to compensate for overtravel of the dose 
counter relative to the rack as the aerosol canister reciprocates 
between the rest position and the actuated position in the 
actuator. 

A device and method for attaching a dose counter to an 
aerosol canister is disclosed in PCT application publication 
WO01/28887, also to Glaxo Group Limited, the entire con- 
tents of which are incorporated herein by way of reference. 
The dose counter is fixedly secured to the outlet end of the 
aerosol canister through a split -ring collar. More particularly, 
a skirt portion of the dose counter housing surrounds a neck 
on the can of the aerosol canister, and the split-ring collar is 
wedged in-between the skirt and a re-entrant surface of the 
neck and men ultrasonically welded to the skirt. This effec- 
tively provides a permanent connection between the dose 
counter and the aerosol canister to prevent the dose counter 
from being tampered with. 

All these prior art devices, however, require the compo- 
nents thereof to be manufactured to tight tolerances so that 
they correctly function, or they are difficult to assemble. 
Accordingly, they are relatively expensive to manufacture. 
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Further, they are unsuitable for attachment to canisters or 
actuators that are made with wide manufacturing tolerances, 
as may occur when attempting to reduce the manufacturing 
cost of actuators or aerosol canisters. 

It would be desirable to provide an actuator and/or dose 5 
counter that is inexpensive to manufacture due to the lack of 
the need for tight manufacturing tolerances. It would also be 
desirable to provide an actuator and/or dose counter that is 
simple and therefore inexpensive to assemble. It would also 
be desirable to provide an actuator and/or dose counter that 10 
can be used with more than one size of aerosol canister. It 
would also be desirable to provide components of such 
devices that allow for wide manufacturing tolerances. 

SUMMARY OF THE INVENTION 15 

According to a first aspect of the present invention there is 
provided an axle of a rotatable element of an actuation indi- 
cator (e.g. a dose counter), wherein the axle is provided by a 
spring that is adapted in use to bias the rotatable element 2U 
towards another element of the actuation indicator with which 
the rotatable element is engaged. The other element may be 
for causing rotation of the rotatable element, or caused to be 
rotated by the rotatable element. This biasing allows the two 
elements to be made with wide tolerances while still being 25 
able to operate correctly together. 

Preferably the rotatable element is a pinion. 

Preferably the other clement with which the pinion 
engages is a rack, for instance extending through the dose 
counter. 30 

Preferably the rotatable element is an indicator wheel for 
indicating actuation of a device with which the indicator is 
associated, e.g. for indicating at least a part of a count of the 
number of doses of a substance left in. or dispensed from, a 
dispensing device. 35 

Preferably there are at least two rotatable elements on the 
axle, for instance three rotatable elements as in the exemplary 
embodiment hereinafter to be described. The rotatable ele- 
ments may respectively be a units wheel and a tens wheel, and 
hundreds wheel where there is a third rotatable element, for 40 
indicating a dose count. 

Preferably the other element is a rotatable element 
mounted on a second, preferably parallel, axle. More prefer- 
ably, the second axle is also provided by the spring. 

The present invention further provides an axle assembly 45 
comprising the axle, the rotatable element(s) on the spring 
axle and the other element. 

Preferably the spring also comprises a biasing section 
which connects the axles and biases the axles towards one 
another. The section may (i) be U-shaped, (ii) have substan- 50 
tially parallel sides and (hi) be substantially perpendicular to 
the two axles. 

The present invention further provides an actuation indi- 
cator comprising a drums sub-assembly comprising a rotat- 
able actuation indicator wheel, a rocking, ratchet pawl for 55 
rotating the indicator wheel in a set direction and a rocking 
mechanism for the pawl driven by a slipping clutch arrange- 
ment, wherein the slipping clutch arrangement comprises a 
slipping clutch spring engaged at one end to a pinion of a rack 
and pinion assembly and at a second end to the ratchet pawl. 60 

Preferably the slipping clutch spring has a generally 
U-shaped configuration. 

Preferably the open end of the spring engages a boss of the 
pinion and the closed end of the spring defines a track for 
slidingly engaging a boss provided on the pawl. 65 

Preferably the ratchet pawl engages a ratchet wheel that is 
fixed to the indicator wheel. 
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Preferably a resilient, non-return leg engages a tooth of the 
ratchet wheel to prevent rotation of the ratchet wheel in a 
direction other than the set direction, and the non-return leg 
rides up and over the teeth to allow rotation in the set direc- 
tion. 

Preferably there are at least two indicator wheels arranged 
to sequentially count down from a set figure to zero, there 
being at least a tens wheel and a units wheel, wherein the 
indicator wheels lock from further rotation in the set direction 
when they have counted down to zero, the slipping clutch 
spring then slipping upon further attempts to rotate the 
mechanism. 

The present invention also provides a casing adapted to be 
attached over a valve stem end of a canister to form a canister 
unit, the casing comprising a sleeve part having a generally 
cylindrically shaped section having a generally cylindrical 
inner surface extending from a top of the sleeve part towards 
a base wall, and a collar afflxable around a neck of the can- 
ister, and sized, when around the neck of the canister, to fit 
through the top of the sleeve part, into the sleeve part, whereat 
it will contact at least a portion of the generally cylindrical 
inner surface, wherein the generally cylindrical inner surface 
has a shoulder for supporting the collar to prevent the collar 
from being inserted further into the sleeve part, the shoulder 
being spaced from the top and the base wall of the sleeve part. 

In accordance with the invention in all its aspects, the 
canister unit may be a pressurised canister unit, such as an 
aerosol canister unit. e.g. for use in a pressurised metered 
dose inhaler. 

Preferably the top of the sleeve part comprises a chamfered 
surface to assist with the insertion of the collar into the sleeve 
part. 

Preferably the shoulder is formed by an annular step in the 
generally cylindrical inner surface. 

Preferably the shoulder is formed by a ledge attached to the 
generally cylindrical inner surface. 

Preferably the collar is a split ring collar. 

Preferably the collar, in an assembled canister unit, is 
welded to the sleeve part. 

The present invention also provides a casing adapted to be 
attached over a valve stem end of a canister to form a canister 
unit, the casing comprising a sleeve part for receiving a can- 
ister and a cap part for receiving a counter assembly of a dose 
counter for the canister unit, wherein the cap part and counter 
assembly can be assembled together separate from the sleeve 
part and canister, the sleeve part and cap part then being 
joinable together to form the casing. 

Preferably, the casing further comprises a counter assem- 
bly, the counter assembly comprising a drums sub-assembly. 

Preferably the sleeve part is adapted to receive more than 
one form or type of valve stem end, e.g. pressurised fluid 
canisters fitted with different valves. 

Preferably the sleeve part comprises a top through which, 
in use, a valve stem end of the canister will be inserted and a 
base wall spaced from the top having more than one support 
thereon, each support being for supporting a different form of 
valve stem end, whereby more than one different valve stem 
end can be supported in the sleeve part. 

Preferably the supports are annular ledges. 

Preferably the ledges are concentric. 

Preferably a first said support is of a first height above the 
base wall and a second said support is of a lesser height above 
the base wall. 

The present invention also provides components for the 
above casing comprising a cap part and at least two sleeve 
parts, the two sleeve parts being for different valve stem ends. 
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wherein the cap part is joinable to any one of the sleeve parts 
to form a casing for a chosen valve stem end. 

lhe present invention also provides a sleeve part for receiv- 
ing a valve stem end of a canister, the sleeve part being 
adapted to receive more than one form of valve stem end. 

Preferably the sleeve part comprises a top through which, 
in use, a valve stem end of the canister will be inserted and a 
base wall spaced from the top having more than one support 
thereon, each support adapted for supporting a different form 
of valve stem end. whereby more than one different form of 
valve stem end is able to be supported in the sleeve part. 

Preferably the supports are annular ledges. 

Preferably the ledges are concentric. 

Preferably a first support is of a first height above the base 
wall and the second support is of a lesser height above the 
base wall. 

The present invention further provides a drug product for 
dispensing a drug formulation comprising a propellant and a 
medicament comprising: 

a housing; 

a container containing the drug formulation having an out- 
let member and adapted to be actuable within the hous- 
ing; and. 

an actuation indicating assembly, fixedly attached to the 

container, comprising: 
a body cradle having a post; 

a drive wheel adapted to engage the post and to fractionally 
engage a slipping clutch; 

a ratchet pawl adapted to engage the slipping clutch; 

a star wheel adapted to engage the ratchet pawl; and 

one or more drums adapted to engage the star wheel; 

wherein the fixedly attached container and actuation indi- 
cating assembly are reversibly removable from the hous- 
ing as a single unit. 

Preferably there are three drums adapted to display a count 
of 000 to 999. Preferably, the product further comprises an 
arm affixed to a hundred's drum adapted to contact a stop, 
wherein the slipping clutch is adapted to frictionally slip 
when the count reaches 000. 

Preferably the drug product comprises a hundred's drum 
having numerals 0. 1 and 2. a ten's drum having numerals 0 
through 9 and a one's drum having numerals 0 through 9. 

Preferably the actuation indicating assembly includes one 
or more grip members adapted to fixedly engage a neck 
portion of the container. 

Preferably the housing includes a mouthpiece. 

Preferably the housing includes a passage adapted to pass 
doses from the container to the mouthpiece. 

Preferably the container includes a metering valve adapted 
to dispense metered doses. 

Preferably a window is provided, adapted to display 
numerals on one or more drums engaging the star wheel. 

Preferably the actuation indicating assembly is fixed to the 
container by an adhesive, a welded shrink sleeve, a heat form, 
a crimp, an ultrasonic weld, an o-ring elastomer, or a split- 
ring collar. 

Preferably the actuation indicating assembly is perma- 
nently fixed to the container. 

Preferably the medicament is selected from the group con- 
sisting of beclomethasone. fluticasone, flunisolide, budes- 
onide, rofleponide. mometasone, triamcinolone, noscapine, 
albuterol, salmeterol. ephedrine, adrenaline, fenoterol, for- 
moterol, isoprenaline, metaproterenol. terbutaline, tiotro- 
pium, ipratropium, phenylephrine, phenylpropanolamine, 
pirbuterol. reproterol, rimiterol. isoetharine, tulobuterol, (-)- 
4-aniino-3,5Klicliloro-a-{{{6-{2-(2-pyridinyl) 
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ethoxy}hexyl}methyl}benzenemethanol, esters, solvates 
and salts thereof, and combinations thereof. 

Preferably the medicament is albuterol sulphate, salme- 
terol xinafoate, fluticasone propionate, beclomethasone 
5 dipropionate or the combination of salmeterol xinafoate and 
fluticasone propionate. The medicament may also be salme- 
terol xinafoate and a salt, ester or solvate of ipratropium. 
Preferably the housing is constructed from polypropylene. 
Preferably one or more components of the actuation indi- 
m eating assembly is constructed from polypropylene. Prefer- 
ably the drug product further comprises one or more knock 
gears adapted to engage the one or more drums. 

Preferably the drug product comprises first, second and 
third drums and first and second knock gears. 
15 The present invention also provides a method of patient 
compliance comprising the acts of: 
providing a drug product as described above, 
administering the drug formulation to a patient, 
counting down a number of available doses remaining in 
20 the container on the actuation indicating assembly, and. 
indicating the number of available doses remaining in the 

container to the patient. 
Preferably the container is over-filled with up to 40 actua- 
tions. 

25 Preferably the actuation indicating assembly locks out 
when the count reaches 000, and wherein the drug product 
remains actuable for up to 40 subsequent actuations. 

The present invention further provides a drug product for 
dispensing a drug formulation comprising a propellant and a 
30 medicament comprising: 
a housing; 

a container containing the drug formulation having an out- 
let member and adapted to be actuable within the hous- 
ing; and, 

35 an actuation indicating assembly, fixedly attached to the 
container, comprising: 
a body cradle having a post; 

a means for driving a slipping clutch means adapted to 
engage the post and to frictionally engage the slipping 
40 clutch means for grasping a ratcheting means; 

a pawl means for ratcheting a star wheel adapted to engage 
the slipping clutch means; 

a star wheel adapted to engage the pawl ratcheting means: 
and 

45 one or more drums adapted to engage the star wheel ; 
wherein the fixedly attached container and actuation indi- 
cating assembly are reversibly removable from the hous- 
ing as a single unit. 
Preferably the drug product comprises first, second and 
50 third drums. Preferably the drug product further comprises a 
means for stopping the first drum. 

Preferably the drug product further comprises a first means 
for knock locking the first and second drums and a second 
means for knock locking the second and third drums. 
55 Preferably the drug product is further adapted to indicate a 
count of 000 to 999 and further adapted to lock the drums 
when the count indicates 000. 

The present invention further provides a dispensing device, 
e.g. for dispensing a fluid, on which is mounted an actuation 
60 indicator either according to the invention or having one or 
more of the different aspects of the invention as a component 
thereof. The actuation indicator will be adapted to be operated 
upon each actuation of the dispensing device to indicate said 
actuation of the device. Preferably, the actuation indicator 
65 will be in the form of a dose counter which displays a numeri- 
cal count of the number of doses of the content of the device 
left to be dispensed, or the number of doses dispensed. On 
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actuation of the device, the numerical count is either incre- 
mented or decremented, depending on whether the count is of 
doses left or of doses dispensed. Preferably, the dispensing 
device has a dispensing or outlet end and the actuation indi- 
cator is mounted on this end. Preferably, the dispensing 5 
device is an aerosol canister having a can and a valve assem- 
bly at the outlet end. The valve assembly may be a metering 
valve assembly, as for example where for use in a pressurised 
metered dose inhaler. 

These and other aspects of the present invention will now 10 
be described by way of example with reference to the accom- 
panying drawings. 

BRIEF DESCRIPTION OF THE DRAWINGS 

15 

FIG. 1 is a schematic perspective view of a pressurised 
metered dose inhaler (pMDl) having a dose counter module 
mounted on the outlet end of an aerosol canister unit contain- 
ing a pressurised medicinal aerosol formulation. 

FIG. 2 is an exploded perspective view of the dose counter 2U 
module. 

FIG. 3 is a further exploded perspective view of the dose 
counter module, but with a drums sub-assembly and drive 
wheel sub-assembly of the dose counter in assembled form. 

FIG. 4 is a first perspective view of a cap part of the dose 25 
counter module with the drums sub-assembly and drive wheel 
sub-assembly mounted therein. 

FIG. 5 is a second perspective view of the cap part from an 
opposite direction to that of FIG. 4, w r ith a clutch spring fitted 
thereto. 30 

FIG. 6 is a yet further perspective view of the cap part. 

FIG. 7 is a perspective front view of the drums sub-assem- 
bly. 

FIG. 8 is a schematic perspective view of the dose counter 
module inside an actuator of the pMDI, showing the drums 35 
and drive wheel sub-assemblies and a rack formed inside the 
actuator through which the drive wheel sub-assembly is 
driven. 

FIG. 9 is a schematic rear perspective view of the drive 
wheel sub-assembly showing a toggle link-type lost motion 40 
coupling through which drive from the drive wheel sub-as- 
sembly is transmitted to the drums sub-assembly. 

FIGS. 10 to 13 are schematic views showing the sequence 
of steps by which the drive wheel sub-assembly drives the 4 _ 
drums sub-assembly. 

FIGS. 14A-F are a series of views illustrating how the 
knock gears of the drums sub-assembly transmit rotation 
from one drum to another to decrement the number displayed 
by the drums sub-assembly. 5Q 

FIGS. 15A-B are schematic views illustrating the opera- 
tion of the knock gears. 

FIGS. 16A-F are a series of views illustrating how the 
drums sub-assembly reaches a "lockout" state in which the 
number displayed by the counter is not able to be advanced, 55 
while allowing continued actuation of the aerosol canister. 

FIGS. 17A-B are schematic views illustrating the lockout 
operation. 

FIG. 18 is a perspective view of a sleeve part in accordance 
with the invention for a casing of a canister unit having a 60 
diameter of approximately 22 mm. 

FIG. 19 is an end view of the sleeve part of FIG. 18 viewed 
in the direction of arrow A. 

FIG. 20 is an end view of the sleeve part of FIG. 18 viewed 
in the direction of arrow B. 65 

FIG. 21 is a section of the sleeve part through line B of FIG. 
19. 
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FIGS. 22 and 23 are sections through a pMDI having a 
canister unit inserted in an actuator, the canister in FIG. 22 
having a valve of a first configuration and the canister in FIG. 
23 having a valve of a second, different configuration. 

DETAILED DESCRIPTION OF THE DRAWINGS 

FIG. 1 shows a pressurised metered dose inhaler, or pMDI. 
1. The pMDI 1 comprises a tubular actuator 3 of a generally 
L-shape. The actuator 3 is provided with an open-ended 
through passage or internal passageway 5 which extends from 
an upper opening or open end 7 to a lower opening (not 
shown) in a mouthpiece 9. The actuator further comprises a 
viewing window 11. 

The pMDI 1 further comprises an aerosol canister unit 15. 
which comprises an aerosol canister 17, shown in ghost and 
having a standard construction as described in the 'Back- 
ground of the Invention' section above, and a dose counter 
module 19 mounted on the outlet end of the canister 17. The 
aerosol canister 17 contains a pressurised medicinal aerosol 
formulation, for example a therapeutic agent suspended or 
dissolved in a liquified gas propellant, typically a hydrofluo- 
roalkane (HFA) propellant, such as HFA-134a or HFA-227. 

As will be understood from the 'Background of the Inven- 
tion' section above, the aerosol canister unit 15 is adapted to 
be slid into the passageway 5 of the actuator 3 through the 
upper opening 7 when the aerosol canister unit 15 is inverted, 
i.e. with the dose counter module 19 at the leading end, so that 
it is inserted first into the actuator 3. 

The aerosol canister unit 15 is slid along the passageway 5 
to a rest position in which a dispensing member (not shown) 
of the aerosol canister 17, which projects into the dose 
counter module 19, engages a stand (not shown) in the pas- 
sageway 5 so that the dispensing member is held stationary in 
the actuator 3. Further depression of the aerosol canister unit 
15 into the passageway 5 causes the dispensing member to be 
depressed into the aerosol canister 17 and a metered dose of 
the medicinal aerosol formulation will then be dispensed 
from the aerosol canister 17. The dose will thereby be 
exhausted from the actuator 3 through the mouthpiece 9. 

For correct angular orientation of the aerosol canister unit 
15 in the actuator 3, the passageway 5 defines a longitudinal 
inner track portion 21 to receive a complementary protrusion 
23 on the outer circumferential surface of the dose counter 
module 19. The protrusion coincides with a display window 
25 of the dose counter module. The window 1 1 of the actuator 
3 is located in the wall of the longitudinal track portion 21 to 
ensure that the display window 25 on the protrusion 23 reg- 
isters with the window 11 of the actuator 3. A patient can 
thereby view the display in the dose counter window 25 when 
the aerosol canister unit 15 is mounted in the actuator 3. 

Referring to FIGS. 1 and 2, the dose counter module 19 has 
a hollow outer casing 30 made from a plastics material, for 
example polypropylene (PP). As shown in FIG. 2, the outer 
casing 30 is formed from a cap part 31 and a sleeve part 33. 
The cap part 31 has a plurality of posts 35 which project 
upwardly (in inverted orientation) from the periphery of the 
cap part 31. They are provided to extend through alignment 
holes (not shown) in the sleeve part 33. The posts 35 are 
subsequently joined or adhered to an inner surface of the 
sleeve part 33, for example by welding, such as ultrasonic 
welding. This ensures a permanent connection of the cap part 
31 to the sleeve part 33. 

The cap and sleeve parts 31 ,33 both comprise elements of 
the protrusion 23 of the dose counter module 19. The window 
25 is retained in a track 39 formed in those elements of the 
protrusion 23 when the cap and sleeve parts 31, 33 are mated 
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together. The window may be made of a transparent plastics 
material, for instance polymethyl methacrvlate (PMMA), 
suchasPERSPEX(RTM). 

As shown in FIGS. 2 to 6, the cap part 31 has a generally 
U-shape cross section. When the dose counter module 19 is 
mounted to the outlet end of the aerosol canister 17, the 
dispensing member (not shown) of the aerosol canister 17 is 
received in the concave cut-out 41 of the U-shaped cap part 
31 . Moreover, when the aerosol canister unit 15 is slid into the 
actuator 3 to its rest position, the stand is received in the 
cut-out 41 for engagement with the dispensing member. In 
other words, the cap part 31 of the dose counter module 19 is 
arranged about the stand. See W098/56444, and in particular 
FIG. 1 thereof, for a fuller disclosure of the dispensing mem- 
ber and the stand therefor. 

Turning to FIG. 2, when the dose counter module 19 is 
assembled, it is mounted to the outlet end of the aerosol 
canister 17 through a split-ring collar 43, for example made of 
PP, which is mounted to the neck on the can of the aerosol 
canister 17 and then wedged between the neck and an inner 20 
circumferential surface 45 of the sleeve part 33 of the outer 
casing 30 prior to welding it thereto by ultrasonic welding, as 
further detailed in WO-A-01 28887. supra. 

The outer casing 30 of the dose counter module 19 houses 
a mechanical dose counting mechanism, details of which now 25 
follow. 

As shown in FIG. 4, the cap part 31 of the outer casing 30 
retains a drums sub-assembly 50 of the counting mechanism. 
Referring also to FIG. 2, the drums sub-assembly 50 com- 
prises an axle spring 51 having an upper axle 53 . a lower axle j0 
55, which extends parallel to the upper axle 53, and a 
U-shaped connector section 57 oriented perpendicularly to 
the upper and lower axles 53,55. The axle spring 51 is made 
from a metal, such as a stainless spring steel. The connector 
section 57 operates to bias the upper and lower axles 53,55 to 33 
a closed position, i.e. towards one another. 

The drums sub-assembly 50 further comprises a set of 
three indicator wheels 59,61,63 which are adapted to be co- 
axial ly mounted on the upper axle 53 for rotation thereon. The 40 
indicator wheels 59,61,63 are formed from a plastics mate- 
rial, e.g. acetal. ideally by injection moulding. Each indicator 
wheel 59,61,63 is provided with a central aperture 60,62,64 to 
enable them to be slid onto the upper axle 53 of the axle spring 

Each indicator wheel 59,61,63 has numbers arranged cir- 
cumferentially in order on the rims 65,67,69 of the wheels 
59,61,63, applied for example in the manner disclosed in 
International patent application publication WO-A-01 08733, 
also to Glaxo Group Limited. 50 

The rotational position of each indicator wheel 59,61,63 on 
the upper axle 53 determines which number on its rim 65,67, 
69 is displayed through the window 25 of the dose counter 
module 19. The indicator wheels 59,61,63 collectively dis- 
play a three digit number in the window 25, which number 55 
identifies the number of metered doses of the medicinal aero- 
sol formulation left in the aerosol canister 17. Thus, at the 
outset, i.e. before use, the indicator wheels 59,61,63 are 
arranged on the upper axle 53 so that the three digit number 
displayed in the window 25 corresponds to the label claim of 60 
metered doses available in the aerosol canister 17. 

It is convenient to refer to the right-hand indicator wheel 59 
(as viewed in e.g. FIG. 7) as the "units wheel", the central 
indicator wheel 61 as the "tens wheel" and the left-hand 
indicator wheel 63 as the "hundreds wheel" because the num- 65 
bers displayed thereon correspond to the units, tens and hun- 
dreds of the dose count displayed in the window 25. 
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It will be appreciated that the use of three indicator wheels 
59.61,63 enables the dose counter module 19 to be used with 
an aerosol canister which is filled with over one hundred 
metered doses of a medicinal aerosol formulation. As will be 
5 understood, the number of indicator wheels could be 
increased or decreased depending on the number of metered 
doses in the aerosol canister 17. For instance, if the "label 
claim" was less than a hundred metered doses, it may be 
convenient to use only two indicator wheels. Of course, three 
10 indicator wheels could still be used. 

In this embodiment, the units and tens wheels 59,61 each 
have the numbers l 0' to *9* inclusive equi-angularly arranged 
thereon in series, while the hundreds wheel 63 only has the 
numbers *0' to inclusive arranged thereon in series. 
1 > although with the same inter-number angular spacing (36°) as 
for the numbers on the units and tens wheels 59,61. Of course, 
the series of numbers on the hundreds wheel 63 can be 
increased or decreased, depending on the "start count" 
desired. 

As shown in FIGS. 2 and 5, the units wheel 59 has a ratchet 
wheel 71 on its right-hand side which is provided with teeth 
74 on its circumference 73. The ratchet wheel 71 is supported 
on the end of a shaft 72 (see FIGS. 7 and 14B). Referring now 
to FIGS. 7, 14F and 15A, the left-hand side of the units wheel 
59 is provided with a boss 75 provided with just two teeth (a 
"bunny" tooth 77). As shown in FIG. 2, the tens wheel 61 and 
the hundreds wheel 63 each have a boss 79,81 on the right- 
hand side with a toothed circumference 83.85. FIG. 7 shows 
that the toothed circumferences 83,85 have teeth 87,89 whose 
tips are flush with the rims 67,69 of the associated indicator 
wheel 61.63. As shown in FIGS. 7 and 14F, the tens wheel 61 
is further provided with a boss 91 on its left-hand side which 
is also provided with a bunny tooth 93 on its outer circumfer- 
ence 95. 

As further shown in FIGS. 7 and 14F, as well as FIG. 4, the 
hundreds wheel 63 has a boss 97 having an outer circumfer- 
ence 99 provided with a radially protruding segment 101 
which lies flush with the rim 69 of the hundreds wheel 63. 

Referring to FIG. 2, the drums sub-assembly 50 further 
comprises a set of two knock gears 103,105 having axial 
apertures 107,109 which enable the knock gears 103,105 to 
be co-axially mounted on the lower axle 55 of the axle spring 
51 for rotation thereon. As shown in FIG. 7, for example, each 
knock gear 103,105 has a toothed wheel portion 111,113, a 
disc portion 115,117 arranged parallel to the associated 
toothed wheeled portion 111,113, but axially offset there- 
from, and an axial ly-arranged hollow shaft portion 119,121 
which connects the associated toothed wheel and disc por- 
tions 111,113:115.117. The knock gears are made of a plas- 
tics material, e.g. acetal, and are ideally made by injection 
moulding. 

The disc portions 115,117 of the knock gears 103,105 
function to locate the knock gears and indicator wheels cor- 
rectly in the cap part 31. In particular, the disc portions 115, 
117 inhibit axial play of the indicator wheels and knock gears 
on the axle spring 51 by overlapping the outer surfaces of the 
units and hundreds wheels 59,63, on the one hand, and being 
overlapped by surface features in the cap part 31 (not shown), 
on the other hand. So. neither the indicator wheels 59,61,63 
nor the knock gears 103,105 can be outwardly axially dis- 
placed on the spring axle 51 once located in the outer casing 
30. 

As further shown in FIG. 7, the toothed wheeled portions 
1 1 1 , 1 1 3 of the knock gears 1 03 ,1 05 are divided into two axial 
sections, a right-hand side section 123,125 and a left-hand 
side section 127,129. The number of teeth presented by the 
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right-hand side sections 123,125 (4 teeth) is less than the 
number of teeth presented by the left-hand side sections 127, 
129. 

As will be understood from FIG. 7. when the indicator 
wheels 59,61,63 and knock gears 103,105 are mounted on the 5 
upper and lower axles 53,55, respectively, the rims 65,67 of 
the units and tens wheels 59,61 are rotatably supported 
between adjacent teeth in the right-hand side sections 123, 
125 of the toothed wheeled portions 111,113 of the knock 
gears 1 03, 1 05 . Moreover, the teeth 87,89 on the tens wheel 61 l o 
and the hundreds wheel 63 mesh with the teeth of the left- 
hand side sections 127,129 of the toothed wheel portions 
11 1,113 of the knock gears 103,105. 

As will be further understood from FIG. 7, for example, the 
inherent biasing force in the axle spring 51 ensures mat the 15 
indicator wheels 59,61,63 and knock gears 103,105 are 
biased towards one another so that the interengagable circum- 
ferential surfaces thereof interengage one another. In other 
words, the upper and lower axles 53,55 need to be parted 
against the action of the biasing force to accommodate the 20 
indicator wheels 59,61.63 and knock gears 103,105. Thus, in 
the assembled state of the drums sub-assembly 50, the upper 
and lower axles 53,55 are spaced apart by a distance which is 
greater than their spacing in the rest or return state of the axle 
spring 51 . Accordingly, the upper and lower axles 53,55 push 25 
the indicator wheels 59,61,63 and knock gears 103,105, 
respectively, towards one another. A good ' connection 
between the indicator wheels 59,61,63 and knock gears 103, 
105 therefore results. 

Also mountable in the cap part 31 of the outer casing 30 of 30 
the dose counter module 19 is a drive wheel sub-assembly 
150 of the counting mechanism. Referring to FIG. 2 to 6, the 
drive wheel sub-assembly 150 comprises a drive wheel 151 
having a pinion 153 having an outer circumference 155 
defined by a series of teeth 157. The drive wheel 151 further 35 
comprises a boss 159 extending axially from the left-hand 
side of the pinion 153 (as viewed in e.g. FIG. 2). An axial 
passage or passageway 161 extends through the pinion 153 
and the boss 159. 

The drive wheel 151 is a plastics component of the dose 40 
counter module 19, e.g. of acetal. for instance made by injec- 
tion moulding. The drive wheel sub-assembly 150 further 
comprises a drive wheel support spring 163 made from a 
metal, such as stainless steel. The drive wheel support spring 
163 defines an axle section 165 which is insertable into the 45 
axial passageway 161 of the drive wheel 151 for rotatable 
support of the drive wheel 151. 

The drive wheel sub-assembly 150 yet further comprises a 
slipping clutch spring 167, preferably formed from a metal, 
such as stainless spring steel. The clutch spring 167 is of a 50 
generally U-shaped configuration having a pair of generally 
parallel arm sections 169.171 connected by aU-bend connec- 
tor section 173. The connector section 173 biases the arm 
sections 169,171 to be closed together thereby enabling the 
arm sections 169,171 to be clamped onto the boss 159 of the 55 
drive wheel 151, as shown in FIG. 9, for example. More 
particularly, one of the arm sections 169 of the clutch spring 
167 is formed with a curved portion 175 adjacent its free end 
which is of complementary size and shape to the outer cir- 
cumferential surface 177 of the boss 159. 60 

Thus, when the drive wheel 151 rotates on the axle section 
165 of the drive wheel support spring 163. the clutch spring 
rotates therewith. However, if a sufficient force is applied to 
the clutch spring 1 67 which opposes its rotation with the drive 
wheel 1 51 , the clutch spring 1 67 slips on the boss 1 59. There- 65 
fore, the rotation of the drive wheel 151 will not be transmit- 
ted to the slipping clutch spring 167. 



,444 B2 

12 

FIG. 2 shows that the dose counting mechanism further 
comprises a rotatable plastics pawl 200 (e.g. acetal) having a 
pawl arm 201 with a pawl tooth 203 at its tip. a C-shaped hub 
205 shaped to be rotatably mounted on the shaft 72 of the 
units wheel 59, and a boss 207 extending axially from the 
right-hand side of the rotatable pawl 200 which is adapted to 
be slidingly received in the track 174 defined between the arm 
sections 169,171 of the clutch spring 167. The pawl may be 
injection moulded. 

The assembled state of the counting mechanism is shown 
in FIG. 7, and its arrangement in the cap part 31 of the outer 
casing 30 of the dose counter module 19 is shown in FIGS. 
4-6. The operation of the counting mechanism to show the 
number of metered doses of the medicinal aerosol formula- 
tion left will now be described. 

When the aerosol canister unit 15 is in its rest position in 
the actuator 3, the counting mechanism of the dose counter 
module 19 is in the state shown in FIGS. 8, 9 and 10A-B. 
More particularly, a rack 13 projecting upwardly from a base 
surface of the actuator 3 extends through an aperture 20 in the 
cap part 31 of the outer casing 30 of the dose counter module 
19 so that a set of teeth 14 on the rack 13 mesh with the teeth 
157 of the pinion 153 of the drive wheel 151. In this regard, 
the drive wheel support spring 163 biases the drive wheel 151 
towards the window 25. The interaction of the rack 13 with 
the pinion 153 causes the drive wheel 151 to be displaced 
against the biasing force of the drive wheel support spring 
163. This results in the pinion teeth 157 being biased against 
the rack teeth 14 thereby ensuring a good engagement ther- 
ebetween. 

In the rest position of the aerosol canister unit 15 in the 
actuator 3, the rotatable pawl 200 has an angular orientation 
relative to the ratchet wheel 71 which results in the pawl tooth 
203 engaging behind one of the ratchet teeth 74. 

If the aerosol canister unit 15 has been previously unused, 
the indicator wheels 59.61.63 are arranged on the upper axle 
53 of the axle spring 51 so that the numerical indicia thereon 
are lined up to show in the window 25 of the actuator 3 the 
starting number of metered doses available in the aerosol 
canister 17 for dispensing. This starting number corresponds 
to the number of metered doses stated on the label of the 
aerosol canister 17, e.g. the "label claim". As an example, the 
starting number of metered doses may be * 1 60*, as indicated 
in FIG. 15A. The label claim need not, however, match the 
actual number of available doses since an aerosol canister will 
usually be overfilled slightly to allow for losses during stor- 
age, for example. This also provides a reserve of doses for a 
user once the counterhas reached zero in case of emergencies. 

When a patient wishes to dispense a metered dose of the 
aerosol formulation, the patient places their lips on the 
mouthpiece 9 of the actuator 3 then simultaneously inhales 
and depresses the aerosol canister unit 15 into the actuator 3. 
The start of this downstroke of the aerosol canister unit 15 into 
the actuator 3 is shown in FIGS. 1 1 A-B. In comparison FIGS. 
10A-B shows the counting mechanism at rest. 

The downstroke causes the dose counter module 19 to 
move downwardly in the direction of arrow A relative to the 
rack 13 of the actuator 3. This relative movement causes the 
teeth 14 of the rack 13 to rotate the drive wheel 151 in the 
direction of arrow B through its interaction with the pinion 
153. The rotation of the drive wheel 151 causes the clutch 
spring 1 67 mounted on the boss 159 to rotate therewith. This 
in turn causes the rotatable pawl 200 to rotate on the shaft 72 
of the units wheel 59 in the direction of arrow C. which 
direction is opposite to the direction of rotation B of the drive 
wheel 151. 



Case 1:09-cv-01714-PLF Document 1 Filed 09/09/2009 Page 36 of 39 



US 7,50(1 

13 

As will be appreciated from FIG. 11 A. the rotation of the 
pawl 200 in the direction of arrow C is caused through the 
location of the boss 207 of the pawl 200 in the guide track 174 
defined in the clutch spring 167. 

As will be further appreciated from FIG . 11 A. the rotation 5 
of the pawl 200 in the direction of arrow C on the units wheel 
59 causes the pawl arm 201 to disengage from behind the 
trailing surface of the ratchet tooth 74 it was engaged with in 
the rest position, and to slide up the leading flank surface of 
the next adjacent ratchet tooth 74. i o 

Continued depression of the aerosol canister unit 15 into 
the actuator 3 causes the valve thereof to open, and for a 
metered dose of the medicinal aerosol formulation to be dis- 
charged from the mouthpiece 9, generally, in use. into the 
respiratory tract of the patient. As shown in FIG. 12A, the 15 
rotation of the pawl 200 on the units wheel 59 is continued 
until the pawl tooth 203 drops behind the trailing flank surface 
of the next adjacent ratchet tooth 74. From this it will be 
appreciated that the pawl arm 201 is a resilient arm whereby 
the pawl tooth 203 at the free end thereof falls from the tip of 20 
one ratchet tooth 74 to the leading flank surface of the next 
adjacent ratchet tooth during the downstroke. 

The rotation of the pawl 200 on the units drum 59 is not 
transmitted thereto due to a fixed pawl or resilient non-return 
leg 18 in the cap part 31 of the outer casing 30 of the dose 25 
counter module 19 engaging behind the trailing flank surface 
of one of the ratchet teeth 74 of the ratchet wheel 71 of the 
units wheel 59. 

Comparison of FIG. 12A to FIG. 11A shows that the rota- 
tion of the pinion 153 of the drive wheel 151 is able to be 30 
translated into counter-rotation of the pawl 200 on the units 
wheel 59 through the ability of the boss 207 of the pawl 200 
to slide in the guide track 174 defined in the clutch spring 167. 
In other words, there is a "toggle link"-type coupling between 
the drive wheel 151 and the pawl 200. 35 

As further shown in FIG. 12A, when the rack 13 causes the 
pinion 153 to rotate the drive wheel 151 a predetermined 
angle, the pawl 200 abuts with an end stop 221 which extends 
downwardly from the sleeve part 33 of the outer casing 30 of 
the dose counter module 19. This prevents the pawl 200 40 
over-rotating on the units wheel 59 and the pawl tooth 203 
being indexed over more than one ratchet tooth 74 on the 
downstroke of the aerosol canister unit 15. Once the pawl 200 
bears against the end stop 221, continued depression of the 
aerosol canister unit 15 into the actuator 3 (e.g. to open the 45 
valve) is accommodated by the clutch spring 167 slipping on 
the boss 159 of the drive wheel 151 (as a result of the clutch 
spring 167 only being retained thereon by friction forces). 
That is to say, the drive wheel 151 is free to continue rotating 
once the pawl 200 abuts with the end stop 221 without this 50 
rotation being transmitted to the pawl 200 due to the drive 
wheel 151 rotating relative to the clutch spring 167, i.e. there 
is a lost motion coupling. 

Once the aerosol canister unit 15 has been depressed to the 
bottom of its downstroke, and a metered dose of the medicinal 55 
aerosol formulation released, the patient releases, or reduces, 
the downward pressure on the aerosol canister unit 15 where- 
upon the biasing mechanism in the valve assembly of the 
aerosol canister 17 biases the aerosol canister unit 15 back 
towards its rest position. The return stroke of the aerosol 60 
canister unit 15 in the actuator 3 is shown schematically in 
FIGS. 13A-B. 

As shown, as the aerosol canister unit 15 is translated 
upwardly in the direction of arrow D, the engagement of the 
rack 13 with the pinion 153 causes the drive wheel 151 to 65 
rotate in an opposite direction (arrow E). The toggle-link 
coupling between the drive wheel 151 and pawl 200 causes 
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the pawl 200 to rotate in an opposite direction (arrow F). The 
rotation of the pawl 200 in the direction of arrow F causes the 
pawl arm 201 to pull the units wheel 59 in the same direction 
through the engagement of the pawl tooth 203 with the trail- 
ing flank surface of the ratchet tooth 74 which it dropped over 
on the downstroke of the aerosol canister unit 15 in the actua- 
tor 3. In this regard, the fixed pawl 18 is resilientJy formed so 
that it is able to be flexed out of the way by one of the ratchet 
teeth 74 and then drop behind that tooth 74 to prevent counter- 
rotation of the units wheel 59 at the end of the return stroke of 
the aerosol canister unit 15 in the actuator 3. 

As shown in FIG. 9. once the rack 13 has caused the drive 
wheel 151 to rotate a predetermined angular extent, the pawl 
200 abuts with another end stop 66. this time presented by the 
cap part 31 of the outer casing 30. This prevents the pawl 200 
causing more than one ratchet tooth 74 to pass the fixed pawl 
18 on the return stroke of the aerosol canister unit 15. If at this 
stage the return stroke of the aerosol canister unit is incom- 
plete, i.e. the rest position has not been reached, the drive 
wheel 151 is free to continue rotating relative to the slipping 
clutch spring 167 in the direction of arrow E (through the 
engagement of the rack 13 with the pinion 153). 

The result of the rotation of the units wheel 59 in the 
direction of arrow F is to cause the numerical indicia it dis- 
plays in the window 25 to be decreased by one. thereby 
indicating to the patient that there is now one less metered 
dose left in the aerosol canister 17. 

Thus, upon each actuation cycle of the aerosol canister unit 
15. the units wheel 59 is caused to be rotatably indexed by an 
angular amount sufficient to cause the previous units figure 
displayed in the window 25 to be advanced and replaced by 
the next unit figure in the series, which is one less than the 
previous figure. Bearing in mind that the numerical indicia on 
the units wheel 59 are equi -angularly spaced about the cir- 
cumference thereof, the units wheel 59 is rotatively indexed 
by 36° upon each actuation cycle of the aerosol canister unit 
15. It will thus be appreciated that the number of ratchet teeth 
74 on the ratchet wheel 71 corresponds to the number of 
numerical indicia on the units wheel 59, i.e. 10. It will further 
be appreciated that after each complete revolution of the units 
wheel 59 the same units figure is displayed in the window 25. 

As the units wheel 59 is rotatively indexed by the pawl- 
and-ratchet mechanism, the bunny tooth 77 of the units wheel 
59 will engage the left-hand side section 127 of the toothed 
wheel portion 111 of the right-hand knock gear 103 at the 
same point in each revolution of the units wheel 59 on the 
upper axle 53. As indicated in FIG. 15 A, the bunny tooth 77 
is arranged on the units wheel 59 so that its engagement with 
the left-hand side section 127 of the toothed wheel portion 
111 of the right-hand knock gear 103 coincides with the 
number '0* being displayed by the units wheel 59 in the 
window 25. The next actuation cycle of the aerosol canister 
unit 15 causes the bunny tooth 77 to transmit a rotational force 
to the right-hand knock gear 103, through its engagement 
with the left-hand side section 127 of its toothed wheel por- 
tion 111. The rotation imparted to the right-hand knock gear 
1 03 by the bunny tooth 77 of the units wheel 59 is transmitted 
to the tens wheel 61 through the meshing of the left-hand side 
section 127 of the toothed wheel portion 111 with the teeth 87 
of the tens wheel 61 . The net result of this is that the numerical 
indicia displayed by the units wheel 59 and tens wheel 61 are 
concurrently decremented by one. In the case shown in FIGS. 
15A-B. the result is to decrement the number displayed in the 
window 25 from '160' to *159\ This is also illustrated in 
FIGS.14A-F. 

During the transmission of the rotational indexing of the 
units wheel 59 to the tens wheel 61 through the right-hand 
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knock gear 103, the right-hand side section 123 of the toothed 
wheel portion 111 of the right-hand knock gear 103 is 
received in a recess 78 (FIG. ISA) formed in the rim 65 of the 
units wheel 59 which is co-extensive with the gap between the 
ears of the bunny tooth 77. 

As the tens wheel 61 is incrementally driven by the units 
wheel 59 through the right-hand knock gear 103 at every 
complete rotation of the units wheel 59 (when the '0' decre- 
ments to '9*), the bunny tooth 93 on the tens wheel 61 is 
advanced towards engagement with the left-hand knock gear 
105, specifically the left-hand side section 129 of the toothed 
wheel portion 113 thereof. As before, when the tens wheel 61 
is angularly positioned so that it displays the figure '0' in the 
window 25 (at which point the units wheel 59 also displays its 
'0' figure in the window 25), the bunny tooth 93 is disposed 
adjacent a tooth of the left-hand side section 129 of the 
toothed wheel portion 113 of the left-hand knock gear 105. 
The result of the next actuation cycle of the aerosol canister 
unit 15 is to cause the rotation or motion imparted to the tens 
wheel 59, by the co-operation of the units wheel 59 and the 
right-hand knock gear 103, to be transmitted to the hundreds 
wheel 63 in likewise manner. This results in the numerical 
indicia displayed by the hundreds wheel 63 in the window 25 
being decrement by one, whereby the full number displayed 
in the window by the drums sub-assembly 50 is decremented 
bv one from a number which is a factor of one hundred, e.g. 
4 i00Mo'099\ 

As will be understood from FIGS. 8 and 14A-F, when the 
tens wheel 61 drives the hundreds wheel 63 through the 
left-hand knock gear 105, the right-hand side section 125 of 
the toothed wheel portion 113 of the left-hand knock gear 105 
is received in a recess 94 in the rim 67 of the tens wheel 61 
which is co-extensive with the space between the ears of the 
bunny tooth 93. 

In addition to the features of the counting mechanism 
described above, the counting mechanism further comprises a 
"lockout" arrangement which locks the drums sub-assembly 
50 from being driven when each indicator wheel 59,61,63 is 
angularly positioned on the upper axle 53 of the axle spring 51 
so that the display reads *000\ However, the lockout arrange- 
ment is such as not to prevent the aerosol canister unit 15 still 
being able to be actuated to dispense doses of medicinal 
aerosol formulation still remaining in the aerosol canister 17. 
In this connection, as a matter of routine, medicinal aerosol 
canisters are overfilled (compared to the label claim) for 
safety issues. For example, for rescue medicaments, such as 
bronchodilators, it is imperative that the patient still be able to 
use the aerosol canister unit 15 after the label claim of 
metered doses has been used. 

Referring now to FIGS. 4, 16A and 17A, for example, the 
hundreds wheel 63 carries a peg 98 which, when the hundreds 
wheel 63 is angularly oriented so as to display a '0' in the 
window 25, abuts with a stop 42 provided in the cap part 31 of 
the outer casing 30 of the dose counter module 19. This 
abutment of the peg 98 with the stop 42 prevents further 
rotation of the hundreds wheel 63 by the pawl -and -ratchet 
drive mechanism. Moreover, the left-hand knock gear 105 is 
also locked from further rotation due to its interengagement 
with the locked hundreds wheel 63. So, once the hundreds 
wheel 63 has been locked by the abutment of the peg 98 with 
the stop 42, the tens wheel 61 is able to complete one further 
revolution on the upper axle 53 before it too becomes locked 
from further rotation through engagement of the bunny tooth 
93 with the left-hand knock gear 1 05. The locking of the tens 
wheel 61 further results in the right-hand knock gear 103 
being locked from farther rotation due to its tooth engage- 



)0,444 B2 

16 

ment with the tens wheel 61. As will be understood, the tens 
wheel 61 becomes locked out when it too displays a 4 0' in the 
window 25. 

Once the tens wheel 61 has been locked out. the units wheel 

5 59 is able to complete just one more revolution for it to display 
a *0' in the window 25. The units wheel 59 then in turn 
becomes locked out by the interengagement of its bunny tooth 
77 with the right-hand knock gear 103. See FIGS. 16A-F. 
If a patient wishes to use the aerosol canister unit 17 after 

l o the drums sub-assembly 50 has been locked out, the actuation 
cycle is still able to be completed through the clutch spring 
1 67 slipping on the boss 159 of the drive wheel 151 . In other 
words, the drive system is disconnected from the drum sub- 
assembly 50 by the slipping clutch 167. This is shown sche- 

15 matically in FIG. 17B. 

Referring now to FIGS. 18 to 21, a preferred sleeve part 33 
is shown. This sleeve part 33, like the one shown in FIGS. 1 to 
3. is adapted to be attached to a cap part 31 (see FIG. 5) to 
form a casing for a dose counter module 19. It has four holes 

20 131, 132, 133, 134 for receiving posts 35 on the cap part 31. 
Two of the holes 131, 132 are cylindrical for receiving cylin- 
drical posts 35. The other two holes are generally cylindrical 
but with a flattened part (i.e. generally D shaped) for receiving 
correspondingly shaped posts 35 on the cap part 31. 

25 The two non-cylindrical holes 133, 134 are relatively 
rotated so that the cap part 31 can only be fitted in one 
orientation even if the posts 35 are symmetrically arranged. 

Differently shaped holes could be provided, and would 
need to be provided for differently shaped posts 35 such as 

30 those shown in FIG. 4 (only one post 35 is non-cylindrical) or 
FIG. 3 (the posts 35 have a square section, with hook clips 37 
on the ends thereof). 

Two posts 135 are also provided on the sleeve part 33 
extending from the bottom 137 thereof. These posts 135 

35 engage into holes 136 provided in the cap part 31 (see FIG. 5). 
The posts 135 on the sleeve part 33 are shorter than the posts 
35 on the cap part 31. 

The sleeve part 33 is generally cylindrical. However, in the 
bottom 137, there is moulded a base moulding having a gen- 

40 erally U-shaped configuration to match the U-shaped con- 
figuration of the cap part 3 1 defined by the concave cut-out 41 
(see, e.g., FIG. 4). This U-shaped base moulding further 
defines the position for the canister's valve stem 27 (see 
FIGS. 22 and 23) and the stand or stem block 13 (described 

45 above with reference to the prior art) to 'fit into. Further it 
defines part of the protrusion 23 described above (the protru- 
sion 23 receives the window 25). 

The base moulding extends from the bottom 137 of the 
sleeve part 33 up to a base wall 139. The outlet end of the 

50 canister 17 may. in use, rest against an upper side of this base 
wall 139 (or on supports provided thereon), as will be 
described with reference to FIGS. 22 and 23 below. The 
moulding, on its lower side, however, provides, in combina- 
tion with the cap part 31, a cavity into which the indexing or 

55 counting mechanism, such as the drums sub-assembly 50, can 
be fitted. See FIGS. 22 and 23 . 

The cylindrical portion 140 of the sleeve part 33 can accept 
more than one style of canister 17. in this embodiment dif- 
ferent styles of valve assembly. As an example, FIG. 22 shows 

60 a canister 17 which is fitted with a first type of valve assembly 
250. FIG. 23 shows the canister 17 fitted with a second, 
different type of valve assembly 300 (i.e. the can is the same, 
but the valve assembly differs). As will be seen, the valves 
250,300 have valve stem ends 29 (or ferrules) of different 

65 shape. In the first valve assembly 250, there is a small nose 49 
adjacent the valve stem 27. The nose 49 of the second valve 
assembly 300, however, is much longer, axially. Moreover. 
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the valve assemblies 250,300 protrude from the associated e.g. asthma, chronic obstructive pulmonary disease (COPD). 

cans by a different distance D1,D2, i.e. the valve assemblies although may be for other therapeutic indications, e.g. treat- 

250,300 have a different thickness. So. the valve stems 27 are ing rhinitis. 

spaced outboard from the can at different distances D1,D2. Appropriate therapeutic agents or medicaments may thus 

As a result of these differences, thecanisters 17sitdiffer- 5 be selected from, for example, analgesics, e.g., codeine, di hy- 

ently in the sleeve part 33. However, it is important that the tip dromorphine, crgotamine, fentanvl or morphine; anginal 

of each valve stem 27 be positioned at a common, or substan- preparations, e.g., diltiazem; antiallergics, e.g., cromoglvcate 

tially common, position relative to a reference surface of the ( e g as me sodium sa i t ) j ketotifen or nedocromil (e.g. as the 

dose counter module 19, e.g. the base wall 139. In other sodium sa j t ). antiinfectives e.g., cephalosporins, penicillins, 

words, the spatial position of the tip of each valve stem 27 in 10 streptomycin, sulphonamides, tetracyclines and pentami- 

the dose counter module 1 9, when assembled to the respective dine; antihistamines, e.g., methapyrilene; anti- inflammato- 

aerosol canister 17, must be the same, or substantially the nes, e g ? beclomethasone (e.g. as the dipropionate ester), 

same. Expressed another way, the valve stems 27 must be fluticasone (e.g. as the propionate ester), flunisolide, budes- 

spaced at the same, or substantially same, distance from the on jd e , rofleponide, mometasone (e.g. as the furoate ester), 

reference surface of the dose counter module 19. 1 5 ciclesonide, triamcinolone (e.g. as the acetonide), 6a, 9a-di - 

To this end, the upper side of the base wall 139 has two fluoro-1 ip-hydroxy-lSa-methyl-S-oxo-na-propionyloxy- 
differently sized concentric supports or ledges 141, 142. The androsta-l,4-diene -17|3-carbothioic acid S-(2-oxo-tetrahy- 
first ledge 141 comprises an annulus (see FIG. 20) extending dro-furan-3-yl) ester or 6a, 9a-Difluoro- 17a-[(2- 
upwards from the base wall 139. It has an appropriate height furanylcarbonyl)oxy]-l 1 P-hydroxy-16a-methyl-3-oxo- 
to support, in use, the first valve assembly 250, as shown by 20 androsta- 1 ,4-diene- 1 7p-carbothioic acid S-fluoromethyl 
arrow 143 in FIG. 22. The second ledge 142 comprises a ester - antitussives, e.g., noscapine; bronchodilators, e.g., 
smaller annulus extending upwards from the base wall 139. It albuterol (e.g. as free base or sulphate), salmeterol (e.g. as 
is concentric with the first ledge 141. However, it extends xinafoate), ephedrine, adrenaline, fenoterol (e.g. as hydro- 
upwards to a lesser extent. It is adapted to support, in use, the bromide), formoterol (e.g. as fiimarate), isoprenaline, metap- 
second valve assembly 300, as marked by arrow 144 in FIG. 25 roterenol, phenylephrine, phenylpropanolamine, pirbuterol 
23. (e.g. as acetate), reproterol (e.g. as hydrochloride), rimiterol, 

The base wall 139 also comprises an aperture 145 in its terbutaline (e.g. as sulphate), isoetharine. tulobuterolor4-hy- 

centre, concentric with the two annuluses. The aperture 145 droxy-7-[2-[[2-[t3-(2-phenvlethoxy)propyl]sulfonyl]ethyl] 

allows the valve stem 27 of the canister 17 to extend through amino]ethyl-2(3H) benzo-thiazolone; PDE4 inhibitors e.g. 

the base wall 139 so that it can be inserted into the stand or 30 cilomilast or roflumilast; leukotriene antagonists e.g. mon- 

stem block 333. telukast, pranlukast and zafirlukast: [adenosine 2a agonists. 

As shown in FIGS. 22 and 23, the ledges 141,142 respec- e .g. 2R, 3R, 4S, 5R)-2-[6-Amino-2-(lS-hydroxymethyl-2- 

tively support the first and second valve assemblies 250,300 phenyl-ethylamino)-purin-9-yl]-5-(2-ethyl-2H-tetrazol-5- 

in the sleeve part 33 such that the valve stems 27 extend yl)-tetrahyaVo-furan-3,4-diol (e.g. as malcate)]; [a4 integrin 

through the aperture 45 by the same distance, or substantially 35 inhibitors e.g. (2S)-3-[4-({[4-(aminocarbonyl)-l-piperidi- 

the same distance. nyl]carbonyl}oxy)phenyl]-2-[((2S)-4-methyl-2-{[2-(2.eth- 

In this way, the rest positions in the actuator 3 of the aerosol ylphenoxy jacet>i]amino}pentanoyl)amino]propanoic acid 

canister units 1 5 incorporating the different valve assemblies ( e . g as free acid or potassium salt)] . diuretics, e.g., amiloride; 

250,300 is the same, or substantially the same. This is because anticholinergics, e.g., ipratropium (e.g. as bromide), tiotro- 

the spatial position of the valve stem tips in the respective 40 p i unij atropine or oxitropium; hormones, e.g., cortisone, 

dose counter module 19 is the same. hydrocortisone or prednisolone; xanthines, e.g., aminophyl- 

The sleeve part 33 also comprises a split ring collar 43, as |i nCj choline theophyllinate, lysine theophyllinate or theo- 

previously described, for assisting in the connection of the phylline; therapeutic proteins and peptides, e.g., insulin or 

sleeve part 33 to the canister 17 via the neck 47, which is glucagons. It will be clear to a person skilled in the art that, 

annular. The wall 147 of the cylindrical portion 140 of the 45 where appropriate, the medicaments may be used in the form 

sleeve part 33 has an internal wall surface having a step or of salts, (e.g., as alkali metal or amine salts or as acid addition 

shoulder 146 for resting the collar 43 on. FIG. 3 shows this as sa i ts ) or as esters (e.g., lower alkyl esters) or as solvates (e.g., 

a separately made ledge that is attached to the internal wall hydrates) to optimise the activity and/or stability of the medi- 

surface. The shoulder 146 assists in locating the collar 43 cament and/or to minimise the solubility of the medicament 

correctly for adhering or welding it to the sleeve part 33 for 50 m t he propellant. 

seciiring the canister 17 in the sleeve part 33 with the correct p re f er ably, the medicament is an anti-inflammatory com- 

depmoi insertion. . pound for the treatment of inflammatory disorders or diseases 

Thetopl38ofthewall 147 1S chamfered also to assist in the guch as asmma ^ rhini{is 

insertion of the collar 43 and canister 17 into the sleeve part _ _ . , , ■ . .. , „ a 

3 3 55 Preferably, the medicament is formulated in a hydrofluo- 

The above described components all can easily be fabri- roal ^ e P^fem, such as HFA-134a or HFA-227 or a 

cated and can be assembled using automated apparatus. combination thereof. 

Therefore they provide a more cost effective solution than the Preferably, the medicament is an anti-inflammatory ste- 

prior art. ro ^ such as a corticosteroid, for instance fluticasone, e.g. as 

Although the pMDI 1 described above with reference to the 60 m e propionate ester, or a long acting beta agonist (LABA), 

FIGURES of drawings is shown for oral inhalation, the such as salmeterol, e.g. as the xinafoate salt, or a combination 

mouthpiece 9 may be replaced with a nozzle for insertion into thereof. 

a patient's nostril, i.e. for intra-nasal use. Preferred medicaments are salmeterol, salbutamol, 

The therapeutic agent contained in the aerosol canister 1 7 albuterol, fluticasone and beclomethasone and salts, esters or 

may for the treatment of mild, moderate or severe acute or 65 solvates thereof, for instance fluticasone propionate, 

chronic symptoms or for prophylactic treatment. The thera- albuterol sulphate, salmeterol xinafoate and beclomethasone 

peutic agent is preferably for treating respiratory diseases, diproprionate. 
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The medicament may also be a glucocorticoid compound, to parameters or properties etc. is meant to encompass the 

which has anti-inflammatory properties. One suitable gluco- absolute parameter or property as well as non-consequential 

corticoid compound has the chemical name: 6a. 9a-Dif- deviations therefrom. 

luoro-17a-(l-oxopropoxv)-llp-hydroxv-16a-methyl-3- . 

oxo-androsta-1 ,4^1iene.l7p-carbothioic* acid 5 ^ inventl0n claimed ls: 

S-fluoromethyl ester (fluticasone propionate). Another suit- 1 A" actuation indicator compnsmg a drums sub-assem- 

able glucocorticoid compound has the chemical name: 6a, bl y comprising a rotatable actuation indicator wheel, a rock- 

9a-difluoro-17a-[(2-furanylcarbonyl)oxy]-llp-hydroxy- m & ratchet P awl for rotalin S indicator wheel in a ™ { 

16a-methyl-3H)xo-androsta-l,4-diene-17p-carbothioic acid direction and a rocking mechanism for the pawl driven by a 

S-fluoromethyl ester. A further suitable glucocorticoid com- 10 sll PP in S clutch arrangement wherein the slipping clutch 

pound has the chemical name: 6a, 9a-Difluoro-l Ip-hy- ^gement comprises a slipping clutch spring engaged at 

droxy-16a-methyl-17p-[(4-methyl-l,3-thiazole-5-carbonyl) one end t0 a P imon of a rack 311(1 P mion assembly and at a 

oxyH-oxo-androsta-1 ,4-diene- 1 7p-carbothioic acid second end t0 ratchet P awl - 

S-fluoromethyl ester. 2 - The actuation indicator of claim 1 , wherein the slipping 

Other suitable anti-inflammatory compounds include 15 clutch spring has a generally U-shaped configuration. 

NSAIDs e.g. PDE4 inhibitors, leukotriene antagonists, iNOS 3 The actuation indicator of claim 2, wherein the open end 

inhibitors, tryptase and elastase inhibitors, beta-2 integrin of me SP^S engages a boss of the pinion and the closed end 

antagonists and adenosine 2a agonists. of me SP^S defines a ^ck for slidingly engaging a boss 

The medicaments may be delivered in combinations . As an provided on the pawl . 

example, there may be provided salbutamol (e.g. as the free 20 4 The actuation indicator of claim 1, wherein the ratchet 

base of the sulphate salt) or salmeterol (e.g. as the xinafoate pawl engages a ratchet wheel that is fixed to the indicator 

salt) in combination with an anti-inflammatory steroid, such wheel. 

as beclomethasone (e.g. as an ester, preferably dipropionate) 5. The actuation indicator of claim 4, wherein a resilient, 

or fluticasone (e.g. as an ester, preferably propionate). non-return leg engages a tooth of the ratchet wheel to prevent 

The actuation indicator of the present invention is not lim- 25 rotation of the ratchet wheel in a direction other than the set 

ited for use with an aerosol container, as in the example direction, and the non-return leg rides up and over the teeth to 

described with reference to the FIGURES of drawings, but allow rotation in the set direction. 

may be used with other types of dispensing device. Moreover, 6. The actuation indicator of claim 1 , wherein the drums 

the dispensing device need not necessarily be for dispensing sub-assembly further comprises at least one other indicator 

medicament. 30 wheel, the indicator wheels being arranged to sequentially 

The present invention has been described above purely by count down from a set figure to zero, and wherein the indica- 

way of example. Modifications, in detail, however, may be tor wheels lock from further rotation in the set direction when 

made within the scope of the invention, as defined in the they have counted down to zero, the slipping clutch spring 

claims appended hereto. then slipping on further attempts to rotate the mechanism. 

For the avoidance of doubt, the use of words herein such as 35 

"substantially", "generally", "about" and the like in relation * * * * * 



